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AB The invention relates to methods of use of SET1 proteins or functional 

equivalents thereof. More particularly the invention relates to the use 
of SET1 proteins or functional equivalents thereof in procedure, for 
identification and/or isolation of IgA and the scrum 
complement factor C5. 
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.gnificant human pathogen. Among its large 



repertoire of secreted toxins is a group of staphylococcal 
superantigen-like proteins (SSLs) . These are 

homologous to superantigens but do not have the same activity. SSL5 is 
shown here to bind to human granulocytes and to the cell surface receptors 
for human IgA (FcaRI) and P-selectin [P-selectin 

glycoprotein ligand-1 (PSGL-1)] in a sialic acid ( Sia) -dependent manner. 
Co-crystallization of SSL5 with the tetrasaccharide sialyl Lewis X (sLeX), 

determinant of PSGL-1 binding to P-selectin, led to crystal structures of 
the SSL5-sLeX complex at resolns. of 1.65 and 2.75 A for crystals at 



two pH values. In both structures, sLeX bound to a specific site on the 
surface of the C-terminal domain of SSL5 in a conformation identical with 
that bound by P-selectin. Conservation of the key carbohydrate binding 
residues indicates that this ability to bind human glycans is shared by a 
substantial subgroup of the SSLs, including SSL2, SSL3, SSL4, SSL5, SSL6, 
and SSL11. This indicates that the ability to target human glycans is an 
important property of this group of toxins. Structural comparisons also 
showed that the Sia binding site in SSL5 contains a substructure that is 
shared by other Sia binding proteins from bacteria as well as viruses and 
represents a common binding motif. 
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AB The staphylococcal superantigen-like 

proteins (SSLs) are close relatives of the superantigens but are 

coded for by a sep. gene cluster within a 19-kb region of the 

pathogenicity island SaPIn2. RSSL7 (formally known as SET1) bound with 

high affinity (KD, 1.1 nM) to the monomeric form of human IgAl and IgA2 

plus serum IgA from primate, pig, rat, and horse. SSL7 also 

bound the secretory form of IgA found in milk from human, cow, 

and sheep, and inhibited IgA binding to cell surface FcaRI 

(CD89) and to a soluble form of the FcaRI protein. In addition to 

IgA, SSL7 bound complement factor C5 from human (KD, 18 nM) , 

primate, sheep, pig, and rabbit serum, and inhibited complement-mediated 

hemolysis and serum killing of a Gram-neg. organism Escherichia coli. 

Thus, SSL7 is a superantigen-like protein secreted from Staphylococcus 

aureus that blocks IgA-FcR interactions and inhibits complement, 

leading to increased survival of a sensitive bacterium in blood. 
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